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DETAILED ACTION 

Claim Rejections - 35 USC §102 

The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or 
on sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 1-3, 6 and 8 are rejected under 35 U.S.C. 102(b) as being anticipated by Giordano 
et al. (Investigative Ophtalmology & Visual Science, August 1995, Vol. 34, No. 9) 

Giordano et al .teaches that the addition of a biodegradable polymer to trans-retinoic acid 
for sustained delivery (abstract). The addition of the polymer to trans-retinoic acid results in a 
suspension (page 2744, column 2). The Materials and Methods section (page 2744, column 1) 
teaches that all-trans vitamin A acid was used in the polymer. 

Claims 1-3 and 7 are rejected under 35 U.S.C. 102(b) as being anticipated by Yamaguchi 
et al. (Application of hard retinoic acid nanoparticles for skin regeneration, March 2002; 
translation attached.) 

Yamaguchi et al. disclose that an in vivo study of blood kinetics found that the 
nanoparticles behave as highly effective drug delivery system formulation. The particles were 
hydrodynamically characterized as spherical particles with a diameter of approximately 125 to 
164 nm (page 2, first paragraph). 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 1-4 and 6-8 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Giordano et al. (Investigative Ophtalmology & Visual Science, August 1995, Vol. 34, No. 9) in 
view of Yamaguchi et al. (Application of hard retinoic acid nanoparticles for skin regeneration, 
March 2002; translation attached.) 

Giordano et al .teaches that the addition of a biodegradable polymer to trans-retinoic acid 
for sustained delivery (abstract). The addition of the polymer to trans-retinoic acid results in a 
suspension (page 2744, column 2). The Materials and Methods section (page 2744, column 1) 
teaches that all-trans vitamin A acid was used in the polymer. 
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Giordano et al. is silent on use of nanoparticles. 

Yamaguchi et al. disclose that an in vivo study of blood kinetics found that the 
nanoparticles behave as highly effective drug delivery system formulation of all trans retinoic 
acid. The particles were hydrodynamically characterized as spherical particles with a diameter 
of approximately 125 to 164 nm (page 2, first paragraph). 

One of ordinary skill in the art would have found it prima facie obvious to administer 
trans-retinoic acid in a nanoparticle size which ranged from 5 to 300 nm. One would have been 
motivated to do so because it is known in the art that nanoparticles allow for an effective drug 
delivery system and further a biodegradable polymer is known for the same use, per Giordano et 
al. Therefore, given that (i) nanoparticles in the range of 5 to 300 nm and (ii) biodegradable 
polymers are known to enhance the delivery of trans-retinoic acid, one would have been 
motivated to combine the two in order to achieve enhanced delivery of trans-retinoic acid. 

Claim 5 is rejected under 35 U.S.C. 103(a) as being unpatentable over Giordano et al. 
(Investigative Ophtalmology & Visual Science, August 1995, Vol. 34, No. 9) in view of 
Yamaguchi et al. (Application of hard retinoic acid nanoparticles for skin regeneration, March 
2002; translation attached.) as applied to claims 1-4 and 6-8 above, and further in view of 
Remington's Pharmaceutical Sciences (pages 420-425, 1980). 

The combination of Giordano et al. (Investigative Ophtalmology & Visual Science, 
August 1995, Vol. 34, No. 9) in view of Yamaguchi et al. (Application of hard retinoic acid 
nanoparticles for skin regeneration, March 2002; translation attached.)) is set forth supra. The 
combination differs by not claiming salt forms. 
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The use of pharmaceutically acceptable salts of the elected compound would have been a 
matter well within the purview of the skilled artisan. As taught by Remington's Pharmaceutical 
Sciences, drugs may be formulated into salts to modify the duration of action of a drug; to 
modify the transportation and distribution of a drug in the body; to reduce toxicity; and to 
overcome difficulties encountered in pharmaceutical formulation procedures or in the dosage 
form itself (see column 2 of page 424, first paragraph). Thus, it would have been prima facie 
obvious to the skilled artisan motivated by any one or more of these factors to formulate the 
active agent into a pharmaceutically acceptable salt to enhance the pharmacokinetic parameters 
of the drug or to reduce the toxicity with the reasonable expectation that the therapeutic benefit 
of the agent in salt form would have been the same or substantially similar to that of the agent 
itself. 

Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Amy A. Lewis whose telephone number is 571-272-9032. The 
examiner can normally be reached on Monday-Friday 9am-5pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached on 571-272-071 8. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Amy A Lewis/ 
Examiner, Art Unit 1613 
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/Ardin Marschel/ 

Supervisory Patent Examiner, Art Unit 1614 



